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DETAILED ACTION 

Status of Claims 

1 . Claims 1 , 3, 4, and 6-1 0 are pending. Claim 3 is amended and claims 2, 5, and 
1 1 are canceled by Applicant's amendment, filed 1 1/20/2008. 

Election/Restrictions 

2. Claims 12-21 were previously withdrawn from further consideration pursuant to 
37 CFR 1 .142(b), as being drawn to a nonelected subject matter, there being no 
allowable generic or linking claim. Applicant timely traversed the restriction (election) 
requirement in the reply filed on 4/7/2006. 

Claims 1, 3, 4, and 6-10 are under consideration. 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Enablement 

3. The rejection of claims 1 , 3, 4, 6-10, as amended and previously presented, 
under 35 U.S.C. 1 1 2, first paragraph, as failing to comply with the enablement 
requirement, as set forth in the Office Action mailed 8/20/2008 on pages 3-6, is 
withdrawn. 
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To reiterate, the grounds of the enablement rejection encompassed a lack of 
enabled use for the claimed hCD4 transgenic rat because the specification disclosed 
the intended use of the claimed rat as a model for HIV disease. Since hCD4 transgenic 
rats do not develop HIV, the CD4 transgenic rat was deemed to lack an enabled use. 

Applicant traverses this rejection on the grounds that the specification also 
discloses that the hCD4 transgenic rats were used to make double transgenic rats and 
that this disclosure is an enabled use for the hCD4 transgenic rat. Applicant also 
submitted a declaration. 

The declaration under 37 CFR 1.132 filed 11/20/2008 and again on 12/4/2008 is 
sufficient to overcome the rejection of claims 1 , 3, 4, 6-1 0 based upon 35 U.S.C. 1 1 2, 
first paragraph. 

The declaration by Joseph L. Bryant states the hCD4 transgenic rats of the 
claims were used to make double transgenic rats comprising the hCD4 transgene and 
an HIV-1 transgene, which are the subject of the claims present in US 6, 660, 904 
(items # 8 and 9 on pages 2-3 of the declaration). 

This statement by the declaration in conjunction with Applicant's argument 
asserting that the production of a single hCD4 transgenic mouse to further make double 
transgene rats would be considered an enabled intended use disclosed by the 
specification. Therefore, Applicant's arguments and the declaration are found 
persuasive to overcome the enablement rejection. 



Claim Rejections - 35 USC § 103 
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The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1, 3, 4, and 6-10 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Browning et al (PNAS 94:14637-14641, 1997; of record), in further 
view of Bennett (US 5,625,125 patent date:4/29/1997). 

The instant claims are drawn to a transgenic rat whose genome comprises a 
transgene encoding at least a portion of a human CD4 capable of binding to gp120, 
operably linked to a PBMC specific promoter capable of directing expression of the 
human CD4 on PBMCs of the transgenic rat, wherein the PBMC of the transgenic rat 
express the human CD4. 

Browning et al teaches a method of producing a transgenic mouse comprising a 
transgene encoding a human CD4 operably linked to a PBMC specific promoter (p. 
14638, col 2, lines 5-14). Browning teaches the development of an expression 
construct comprising the coding sequence for human CD4 operably linked to the PBMC 
specific Ick promoter. Browning further teaches the injection of the expression construct 
into the pronuclei of mice embryos (p. 14637, col 2, line 1 under 'Construction of 
Transgene' section to p. 14638, col 1, 8 and p. 14638, col 2, lines 7-10). Browning et al 
teaches that the transgenic mice, produced by their method, express human CD4 on 
the surface of PBMCs (p. 14638, col 2, lines 14-17). These disclosures teach a 
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transgenic mouse comprising and expressing a human CD4 on PBMC, as claimed. 
These disclosures also teach that the human CD4 expressed by the transgenic mouse 
is capable of binding gp1 20 because the transgene encodes for the full coding 
sequence of the human CD4, which has the ability to bind gp1 20 (p. 1 4637, col 1 , line 
7). Browning et al does not teach a transgenic rat. 

However, at the time of the invention, methods of making transgenic rats that 
successfully express a transgene product was well established in the art, as exemplified 
by the teachings of Bennett (col 9, line 1 50 to col 1 1 , line 1 1 and Figure 1 ). 

The combination of prior art cited above in all rejections under 35 U.S.C. 103 
satisfies the factual inquiries as set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966). Once this has been accomplished the holdings in KSR can be 

applied (KSR International Co. v. Teleflex Inc. (KSR), 550 U.S. , 82 USPQ2d 1385 

(2007): "Exemplary rationales that may support a conclusion of obviousness include: (A) 
Combining prior art elements according to known methods to yield predictable results; 

(B) Simple substitution of one known element for another to obtain predictable results; 

(C) Use of known technique to improve similar devices (methods, or products) in the 
same way; (D) Applying a known technique to a known device (method, or product) 
ready for improvement to yield predictable results; (E) "Obvious to try" - choosing from a 
finite number of identified, predictable solutions, with a reasonable expectation of 
success; (F) Known work in one field of endeavor may prompt variations of it for use in 
either the same field or a different one based on design incentives or other market 
forces if the variations are predictable to one of ordinary skill in the art; (G) Some 
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teaching, suggestion, or motivation in the prior art that would have led one of ordinary 
skill to modify the prior art reference or to combine prior art reference teachings to arrive 
at the claimed invention." 

In the present situation, rationales A, B, and E are applicable. At the time the 
invention was made, it would have been obvious to an artisan of ordinary skill to 
predictably combine the prior art teachings of Browning et al and Bennett to produce a 
transgenic rat comprising a transgene encoding the human CD4 gene operably linked to 
the Ick promoter to direct transgene express human CD4 on PBMCs. Since the claims 
only require a phenotype of expression of the human CD4 transgene product, an artisan 
would have a reasonable expectation of success producing a transgenic rat that 
expresses human CD4 on PBMC from the teachings of Browning et al and Bennett et al 
because the prior art demonstrates predictable expression of a transgene product by 
transgenic rat, as exemplified by Bennett. 

Further, if the transgenic rat as claimed is rendered obvious by the prior art, its 
parts, such a cell, a germ cell, a somatic cell, and an egg as claimed in claims 6-10, are 
also rendered obvious by the teachings of the art because the art teaches the 
production of the transgenic rat as a whole. 

Thus, the teachings of the cited prior art in the obviousness rejection above 
provide the requisite teachings and motivations with a clear, reasonable expectation. 
The cited prior art meets the criteria set forth in both Graham and KSR. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to MARCIA S. NOBLE whose telephone number is 
(571)272-5545. The examiner can normally be reached on M-F 9 to 5:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Peter Paras can be reached on (571) 272-4517. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Marcia S. Noble 
/Peter Paras, Jr./ 

Supervisory Patent Examiner, Art Unit 1632 



